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2 g\ 1.0 g 1 [Emiek, FRNSONC duch g, INH-rhi¥BEds ORI EEINMBES M L 7o &
fe, WBBIYE 9 HUC DO TOBREBAIC OO TRIL 20
1) BUR, $kit

B3R 30 43 56.5 ug/ml, 1 BERNT 47.8 pg/ml, 5 5T 8.1 ug/ml, DMK
FHL, 6 BRAH: 5.6 ug/ml, 24 FERAMICIZ 0 ug/ml THorco —J, MBHHBE S XURD
HEHHBERIE 1 PIOBHTHNE Lo MEMhMBEIR, #5601 B5MIH S 8k X h 2~3 IRl 80.9 ug
/ml EEREEICHR She — 2 HERL 720 3~4 KRSz 44.1 pg/ml, 5~6 F5R3IE 18.9 pg/ml &
1h, 6~2485RTICiZ 3.0ug/ml TH > 7ce RepiEititid 0~3 Bflic 3,090 pg/ml & ¥ — 7 fEDHE
@ELREL, 6BRIE Tz 93.9% DERKTHY, £DIFEALDOHE S 12, 24 BiJE TO
ROEIUNRIT 94.2% Th- 1,

2) ESRR{EFIRRER

AR RREE (BURZME 6 ), MREZ 20, FREIKHE 1 8 o 9 fHlic 6059-S 1 [H 1.0~2.0
g% 18 2@ 5~10 ArMETHREL, F2 4 0, A% 3 4, B 2P THEYHRT7.8% TH
ote FIEENICIZ 8 T 10 BRERML 7 KRICEHINRE St S. marcescens, P. aeruginosa, S.
aureus DK 1 WRICREBRB Ho50id -1 BHEREL TR WINLEBLHOE BDUL -

720

] -}

Rific k1) 3 Cephalosporin ZHEMEDBARIIEHEE L1
bDOMH BH, #ic Cephalosporin D IC & - T Cephalo-
sporin RHAHEICK T 5 HEBEDOHMMRIEE 12 > TV B,
Chid, B-lactamase AHDETHRELEL bh, Thic
NTBEHNDH B Cephalosporin F HiHEOIAZEH D3
NTV, 2T T, Cephalosporin B 7 fir D I ic - OCH,

(X r+vE) 221332 +ick b, B-lactamase (T MK
#AD&H 3 CFX, CMZ 13 2 H E —#A® Cephalosporin & L
THRINLY, RINVT, TD 6059-S #2 Cephalosporin 4%
DRARTF (S) ORDIKBEFRTF (0) % >if Gram ik
BicoNTE S IKBOHBIN D5 3% LU Oxacephem F Hitk
YEPL LT, HTENRTEFCHMRBSAL (Fig.1), 6059

Fig. 1 Chemical structure of 6059-S

OCHs H
H H—CONH——— N—N
COONa g7 Mg CHaS- \T/&
OONa CH;

SREOMBRE B X OB H b, Rty B Y, F
it REMIL 252 OBABRMEN ST S, ARER

DOBYEE UTHIT Gram MEBRIICH T 3 RYSEOHMMS 5
h, B3 Tic 6059-S oimhREE, BBMH-chPeitEEE, Ra
et B R s L UBEKERARRER O THRET 5,

I. TRIT, Heitt
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IBAEICTRIBE F L+ - Y2 lTLAE 2 Elilico
WTmFHPBES, 1 EMCESOTHH- B &
URhHE BB AR EFICHEL, $/42 1 0o RepE
IREAR D0

EM 113 71 FyoBEHET GOT, GPT LLU AP
MBERLU - FFEER TH - 725 BUN, Creatinine (21E
BThoto M 2 12 54 FoktET GOT, GPT,
Al-P, BUN, Creatinine I31C % CH - BEEZEDIIWE
#IT%H - 7=(Table 1),

zd 2 fEFliT 6059-S A 1.0 g 1 ElEE®, EH 1
TRMEPEBEDS %, EF 2 TIRMEDRE, A
gkt R 3 & O R rpER B EE IC DO TR ICRIE L
7o

BERZ E. coli T437 ZHRFERHETIHEH v 7T
TIT - foo MEPEERMERR, RphbLUEdH
BEIZ 1/10 M ) YERIERER (pH 7.0) ik 2iT%
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Table 1 Hepatic and renal function of 2 patients

Case 1,71 y.o.M Case 2,54y.0.F
: Cholelithiasis : Cholelithiasis
(Cholecystectomy (Cholecystectomy
& choledochodrainage) & choledochodrainage)

GOT 115 24
GPT 104 17
AlP 12.3 5.1
BUN 10 15 |
Creat. 0.8 0.8

I'ig. 2 Serum levels of 6059-S (1.0g, i. v.)

Mg/ml

70k n=2 (casel, case2)
60
S0F

401

Concentration

30r

20+

101

2. RR

(1) miFhmE

FEGI 14z 6059-S 1.0 g % 1 |alfpytk, MisTisEs
13 30 43 56.5 pg/ml, 1 W5RY%: 47.8 ug/ml TPk
WKFA D, 2 M5k 30.2 pg/ml, 3 B 24.0 ug/
ml, 4 15f8% 13.3 ug/ml, 5 W9tk 7.92 pg/ml, G
KMtk 5.58 wg/ml X780, 24 WRIRICIE 0 &1
fo FEH) 2 1T 6059-S 1.0 g % 1 @ik, M
B 1 Mgk 47.8 pg/ml, 3 K% 13.3 wg/ml,
5 Myl 8.34 wg/ml L15Y), 24 WyREBCiE 0 &1
-tz (Fig. 2)o

(2) REithskittmeE

JER 2 B TEHPBEEBRMCREL o

Fig. 3 Biliary levels of 6059-S (1.0g, i v.)
#g/ml 80.9
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ik 1 R clEA2Ra0T, 1 BEE»S 2 8
B % TOMH-thkit @EF It 28.1 pg/ml, 2~3 FHO
HEA-ch Bk B EE IS 80.9 wg/ml X e pr it 2 380 € -
JHETH - 1c0 3~4 BERIIT 44.1 pg/ml E15D, 4~5
IKpflid 29.8 pg/ml, 5~6 BEpliZ 18.9 ug/ml EFH5H
6~24 1502 3.0 ug/ml DPEEETH -7 (Fig. 3o

(3) RPHEHRE

R BRI BEEIC DT HFEH 2 i BOTREL .
#5143 IR0 RPEER 3,090 ug/ml T EE I
52.5% TH»HV, 3~6 Kz 1,970 pg/ml T 6 KA
BETOmNEIT 93.9% ThHotoo 6~24 KHTH
15 pg/ml G, 1 RORDEIREIZ 94.2% Tho1
(Fig. 4),
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Fig. 4 Urinary recovery of 6059-S (1.0g, i. v.)
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B, IERYUE 2 #, RERRSUE 1 flicERL 70
2. {5%%K
8Hlicit 1@ 1.0g 218 2m@E, 1 442 1 @
20g % 1H 2 @E#HECT 5~10 ARIRSEL -,
T, CORERMhRBOREROHBIRTIIHILH
2t
3. WRYIEHAE
¥4 (excellent) : HEMFFROME, MBHFRRD
EFELBIURLABEOBRE/DOVTHEH 5 B
DAicED s 384,

% (good) : 5L 3 HED S5 1 HETLKED
BORERM, HE, BEOBEE.

%) (poor) : 2 3EBDOWThdbmEL LT,
TRRBEL B,

4. ERERRLIR

6059-S %415 9 EMicHRS L (Table 2), BiwE
MiC R A, ARGy 6 PIchERh 2 4, A% 3 4,
5 1 g, IBERYE 2 PichER 1 f1, msh 14,
REERYSE 1 flrhEsh 1 HlTHD, HHUL 7 #IT
AR 77.8% T -7 (Table 4),
WO RS % &, BMOFEBICL
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PURE AT BOIR A D (IR HEDEEW T, I b St
BRRICEML S D% & OMERRIETH » 7o

MR, e LT K pneumoniae 2 ¥k,
S. marcescens 2 ¥R, E.coli 1 ¥, E. cloacae 1 |k, P.
asruginosa 1 ¥, Peptostveptococcus 1 ¥k, S. aureus 1
¥k, S. epidermidis 1 # @ 8 F 10 gL, ¥ S.
marcascens, P.aeruginosa, S. aureus O£ 1 ¥RiCi
RBBLONITH o 7ot iz T < THY & 117z (Table
5,

5. RieRA

WIERE LTI, Ty ¥—-Hans, MEETBLU
PHBMRE IS & RAEMICIBD S hd', BERAMICOHD
THEM 6, 7ic GOT, GPT D LRMED St
CHITEM R BICIFRRE S b E5Hb > GOT, GPT
DLEAMBH »7:1-0T, BICZOEACLDEbDEIIE
Zohiil, i, EH 7 @ BUN, Creatinine @k
FOMUERIE R E R L 1720 TR L % C ORBERBIC
LBIEWBBRBENE > THEDTEAANICHEAT S b0
ERELONIS Uretd-> T, KHIC K ZRIERIZRE
ExL7ih - 7o (Table 2, 3),

m # E 3

Cephalosporin C RHLEMEOHBIZEEILVHO
BHY, chooBRICXY, MEEOHERS Gram
HEiIc B HITE TS, Thid B-lactamase EHS
DETE2FRAL T2 REBEUOBTICL 2 bDME L
£z 53, 2T Cephanam BD 7 fric * b+ Y
%0 T Cephamycin % & L, B-lactamase ici#EHioD
BOEXHBRIN(CFX, CMZ), s sizchsic®
R#%MmZ., Cephalosporin B#HOMBET (5) #@
5T (0) icEB#s s Lickh, —B & Gram @i
gicHig oL 6059-S MBI & htze Thid Gram
B I 12 R OTETERIT 55 545, Gram [, 4
it E. coli, K. pneumoniae, 4 v ¥ —[GH:, Pl
@ Proteus, Enterobacter, Citrobacter sp., S. mar-
cescens RO IBEMLARTY, ¥4, CEZ, CMZ &
¢ 5% P. aeruginosa, P. cepacia, H. influenzae *
LUREHEIC b HEEEEELY, 2OERIIBEN
ThHb, Mh~DOBTd L, 20X BEERKIIRDT
& 3 HSEBH th~ Dk b ABEEOBE ¥ THRMCHIT
L, CEZ o ¥igHitsh s,

ReRBTHhOOFEEND, BRETEENVF—Y%E
W17 L 7 SEH THABEREE O I UESNIC 6059-S % 1¢g
BIEL, I, FEM-chdEft, RepBktBE A REICH
EU1. MhBERRENZET 20K TBEEICE
RU, BEciBHchikitiBEE b 2~3 K TRBEICE
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Table 3 Laboratory findings before and after administration of 6059-$
WBC GOT GPT Creatinine BUN
N Mg A B A B A B A B A
1 | 9,500 4,800 27 25 17 18 0.8 0.9 12
2 | 10,000| 8,200 | 37 40 55 35 0.8 0.8 14 10
3 | 10,400 6,900 [ 23 20 16 10 1.2 1.0 18 15
4 | 7,300| 4,900 | 11 19 7 10 1.1 1.0 10 11
5 | 4,000] 4,500| 16 15 5 8 1.1 1.1 19 18
6 | 9,600| 7,200{ 37 90 41 87 0.9 0.8 16 17
7 |27,500]22,700 | 132 | 829 59 61 0.7 24 9 41
8 | 4400( 4,200 13 36 7 20 1.0 0.9 14 16
9 | 11,000 6,300 23 22 21 13 0.7 0.7 10 12
B : Before, A : After
Table 4 Overall clinical effects with 6059—S
Infections I::;e? Excellent | Good Poor efﬁcacii;i‘:: %)
Wound infection 6 2 3 1 83.3
Cholangitis 2 1 1 50.0
U.T.L 1 1
Total 9 4 3 2 77.8
Table 5 Bacteriological effects with 6059—S
Isolated organisms ?t:axg: Eradicated Decreased | Unchanged | % of eradication
K. pneumonia 2 100.0
S. marcescens 1 1 50.0
E. coli 1 1 !
E. cloacae 1 1
P. aéruginosa 1 1
: };eptostreptococcus 1 1
S. aureus 1 1
S. epidermidis 1 1
Total 10 7 1 2 70.0
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L, CEZ Ll Lol rco Fre,  IRANC &I ThoD¥ED S, RABABSBORRBYEICK
BEicHhl 2380, FDIZE AR 6 I F Tkt E R ATMEZ ), 1ZITWRTREEREB:,

R, 1 AR 94.2% TEOLHNREELIZW

Thoto 2% XMN

F70, P OARNRBYUEIC 6059-S %2 1 1 1~2 1) MAR, RK: €7 24 Y YR OR, B
g 2 |al, 5~10 HRHRE-L, HR#E 77.8% THO, ¥ 34 (7) : 1476~1480, 1979
{i> Cephamycin bR E KEIZIEM o120 HF 2) NARISADA, M.; ¢f al.: Synthetic studies on £ - lactam
SEWNC b IRINEIRIZ, S. marcescens, P. aeruginosa, S. antibiotics. Part 10. Synthesis of 7 8-(2-carboxy-2-(4-
aureus D% 1 PICHIITH » 1208 L5 LM B & hydroxyphenyl) acetamido) - 7 - methoxy-3- ( ((1-

methyl- 1 H- tetrazol - 5 ~yl) thio) -methyl)-1-o0xa-1
- dethia - 3- cephem - 4 - carboxylic acid disodium sait
(6059 - S) and its related 1 - oxacephems, J. Med. Chem,
22:757~759, 1979
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FEROTIIC BT b, TLaF -, TET

3) ¥ 27 [d AAILEHEFLWEAXDRL, FEY /Ay
15 & OIS LOTIBRER S » 1c0 F1c, BIRRLE L. 6055 5. 1979 (AGD)
7= 2 O # LRHIE LT BUN, Creatinine 0Lt 4) Neu, H. C.; N. AswaPokEee, K. P. Fu & P. AswaApokee:
#l 1 s kv GOT, GPT o L7#] 2 #ilEEERL 72 Antibacterial activity of a new 1-oxa cephalosporin
M, NSRBI OEMKBICERLSZHDEHLT compared with that of other A -lactam compounds.
WBZEMSARRICEZ bDEEZ SN, SEMARK Antimicr. Agents & Chemoth. 16: 141~149, 1979

ICHIEBRS 2 BRSRIER 2380 18 - 2.

LABORATORY AND CLINICAL STUDY OF 6059-S IN SURGICAL FIELD

HipeHIKO SHIMURA and YASUHIRO YAMAMOTO
First Department of Surgery, University of Fukuoka, School of Medicine

6059-S, a new oxacephem antibiotic, was given to 2 cases following cholecystectomy with drainage by in-
travenous injection of 1.0 g, and the antibiotic levels in blood, bile and urine were examined. Clinical eva-
luation of the drug in 9 cases of post-operative infections was also studied.

1. Absorption and excretion

Blood levels were 56.5 pg/ml at 30 minutes, 47.8 ug/ml at one hour, 8.1 ug/ml at 5 hours and gradually
decreased to 5.6 ug/ml at 6 hours. At 24 hours, the antibiotic activity could not be detected in blood. Both
bile and urine levels were examined in one case. Bile level was measurable at first one hour, reaching a
peak of 80.9 ug/ml at 2~3 hours. After 3~4 hours the level declined to 44.1 ug/ml, and gradually dropped
to 18.9 ug/ml at 5~6 hours and 3.0 ug/ml at 6~24 hours. Urine levels reached a peak of 3,090 pg/ml at
0~3 hours. Urinary recovery was 93.9% during 6 hours after administration and it was 94.2% during 24
hours.

2. Clinical results

6059-S was administered intravenously to 9 cases of post operative infections (6 of wound infection, 2
of cholangitis and one of urinary tract infection) at the doses of 1.0 to 2.0 g, 2 times a day, for 5 to 10
days. The results of clinical response were excellent in 4 cases, good in 3 cases and failure in 2 cases with
the efficacy rate of 77.8%. In bacteriological response, organisms were eradicated in 7 out of 10 strains
in which 8 species of different organisms were isolated from the patients. 3 strains, each one of S. aureus,
P. aeruginosa and S. marcescens, remained unchanged.

No side effects nor adverse reactions to be mentioned were observed.



